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5 inseminated Wistar ra(s each were daily treated orally by gavage with 100 or
1000 mg = 6574/kg body weight/day in 0.5 o carboxymethyleellulose iy
demineralized water from day 6 to day 19 p.c. The fetuses were delivered by cesarean
section on day 20 p.c. Investigations were performed on the general tolerance of the

(pregnancy rate, number of fetuses and resorptions, external lindings in the letuses,
fetal weight and feta] skeletal malformations and variations (wavy ribs only)).

Adverse Effects and Scientific Evaluation

One female of the 1000 mg/kg Broup was killed in moribund conditions on
day 15 p.c. The remaining females of (he 1000 mg/kg group showed piloerection
during the last days of gestation, Furthermore, weight loss and decreased feed intakes
were evident during the treatment period in the 1000 mg/kg group. In addition,
increased water intakes and urination occurred at the 1000 mg/ky level.

Gross necropsy revealed enlarged and light discolored kidneys in all females of the
1000 mg/kg group.

weight was distinctly decreased at the 100 mg/kg level.
Skeletal evaluation of the fetuses revealed common skeletal malformations in 50 % of

the fetuses (dysplasia of limb bones, all litters allected). Furthermore, the skeletal
variation wavy ribs occurred in 86 % of the fetuses,

Thus, distinct materna] toxicity occurred at (he 1000 mg/kg level while there was no
indication of maternal toxicity at the 100 mg/kg level.

Developmental toxicity was evident by decreased fetal weights as well as skeletal
malformations and varialions at the 100 mg/kg level.

In this study, all females of the 1000 mg/kg group resorbed alf implants, Furthermore,

decreased fetal weights as well ag skeletal malformations and variations occurred at the
100 mg/kg level.
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